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Stokes

Dr. J. F. Stokes, WHO consultant in
medical education, was in Sri Lanka
recently on a short term assignment to
advise the government on postgraduate
medical education in this country. The
report now known as the “Stokes report”
is being studied by the government. Dr.
Stokes has visited all major hospitals and
reported on merits and drawbacks of each
hospital for postgraduate training.

AEARRIRERINERRARAIERRIINL

Dr. Stoke speaks of Jaffna hospital
as a hospital that has, rundown despite
an enthusiastic consultant staff. He has
commented that the hospital was not
clean, security poor, with a general lack
of administration and seriously deficient
nursing staff. He concludes that the general
hospital in Jaffna is unsuitable for post-
oraduate education at present. We are
not at all surprised that such a report has
been made. Consultant staff of the general
hospital Jaffna has repeatedly called for
early remedial measures as this hospital
is to be used for undergraduate training
from July 1980.

It has now been realised that the
Jaffna hospital due to lack of a compre-
hensive long term plan has become an
overcrowded slum like hospital, Due to its
situation and the pattern of population in
the province this hospital has to remain the
premiere health institution of the province.
No other hospital can take its place even
though the base hospitals at Tellipallai.
Point Pedro, Vavuniya and Mannar have
to be developed into specialist centres of

modest dimensions in the near {uture.
It is in this context the project report of
the consultants committee of G. H.
Jaffna was considered and accepted as
policy by the D. H. S and the Hon.
Minister of Health. The policy remains
to be strengthened at cabinet level and
implemented early.

The Stokes report provokes further
thought on our system of planning
and medical administration, The whole
question of managerial functions in the
Health Department may have to be recen-
sidered to avoid wasteful expsnditure and
to achieve maximum results, The services
have expanded and correct planning
requires  epidemiological studies and
specialised knowledge in many fields .of
medicine. A strong advisory body con-
sisting of specialists in many fields has
become essential to formulate plans
programmes and policies for a S H S
division. Management of funds to obtain
maximum benefits requires skill and —
knowledge presently not available in the
department of health. It is not too early
to obtain the services of professional
career accountants trained in managerial
skills to meet the tasks ahead.

Ref. Postgraduate medical education in
Sri Lanka

No. SE A/Med. Edu /367 of 18 -1-80.

by Dr. J. F. Stokes M. D., F. R. C. P.,
F.R. C.P. (E)

JMI=2
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A REVIEW OF ECTOPIC PREGNANCY

A Four Year Survey at General Hospital, Jaffna 1976 — 1979

By

DR. SIVA THIAGARAJAH

An ectopic pregnancy occurs when
fertilized ovum implants in a site other
than the normal uterine cavity. The name
ectopic is derived from the Greekword
‘tktopia’ meaning displacement, thus
referring to a “displaced” pregnancy. The
commonest site is tubal. Other sites in-
clude the interstitial part of the fallopian
tube, the cervix, the ovary and abdominal
cavity.

Ectopic pregnancy has been one of
the most widely discussed subjects in
Medical literature its history spanning
over ten centuriss. It was clearly described
by Abulcasis in 936 A. D.; Where he
records a case in which foetal parts escaped
through the abdominal wall of a woman
by suppuration. In 1693 Paris physician
Busiere reported an unruptured tubal
pregnancy found in a woman prisoner

after her execution in the guillotine.
In 1731 English Obstetrician Gifford
considerad that extrauterine pregnancy

resulted from some vivid emotion or
fright that occured during coitus. At that
time the subject of ectopic pregnancy
was only academic; treatment was un-
availing and a fatal outcome was the order
of the day.

The first recorded successful surgery
for ectopic pregnancy took place in 1759
in America. During the first 80 years of
19th century, 25 out of 30 who under-
went abdominal operations for ectopic
pregnancy died and surgical methods
fell into disrepute.

In 1885 British Surgeon Lawson Tate
deliberately and successfully operated on
a ruptured tubal pregnancy, and revived
abdominal surgery for all time,

MATERIALS AND METHODS

The material utilized in this study
consists of a consecutive series of 48
ectopic  pregnancies encountered  per
25,838 deliveries at Government General
Hospital, Jaffna; during a four year period
from Ist January 1976 to 30th November
1979. Of these 44 cases were diagnosed
or suspected as ectopic pregnancies before
a laparotomy was performed. Two
cases were discovered at a laparotomy
performed for some other suspected
gynaecological condition. The other two
cases were from the Obstetric and general
Surgical Wards.

16 patients admitted in a state of
severe shock were taken up for emergency
surgery and another 13 were operated
within 6 hours of admission.

There was one death due to irrever-
sible shock following internal haemorrhage,

Their incidence, mode of presenta-

_ tion, pre disposing causes, clinical find-
ings and findings at laparotomy are an-

alysed in this study.

MORTALITY RATES

Ruptured ectopic pregnancy is the
gynaecologist’s most critical emergency.
Breen (1970) 1 states that ruptured ectopics
accountt for 6-7% of all gynaecological
deaths. In England and Wales deaths
from ectopic pregnancy is classified as
maternal death and accounts for 7% of
all maternal deaths (Burke, 1976).2
Brenner (1977)3 reports a mortality of
10%.

Reported mortality rates among ectopic
vary widely. Harralson et al (1973)4

3
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recorded one death in 96 patients, Douglas
(1963)35 reported a mortality of 1.2% in
U. K. and Balfour (1974)6 found a
mortality of 7% in Nigeria. In this series
the mortality is 2%.

INCIDENCE

The incidence of ectopic pregnancy
is recorded as the number of ectopics per
deliveries after 28 weeks of gestation dur-
ing a prescribed period. The incidence
varies from place to place. Figures vary

JarENA MEDICAT, JoURNAL

_ Marcr 1980

abnor.malities are either structural (gross
or microscopic) or functional.

Structural abnormalities are either
due to congenital anomalies like diver-
ticulae etc. or tubal damage following
infection or surgery.

Infection:

Previous pelvic inflammatery disease is
important aetiological factor. Unrecognised
turberculous salpingitis is probably an im-
portant cause, and so is the recognised

fro;'n 1 in 300 deliveries to 1 in 1000 disease which has been treated by antibiotics
deliveries  (Jeffcoate, 1967),6 that is (Jeffeoate 1967). 6
Table 1: Incidence of Ectopic Pregnancy:
General Hospital Jaffna 1976 — 1979
No. of Ectopic Total
Year Pregnancies Deliveries Percentage
Jan. - Dec. 1976 19 6,250 0.30%
Jan. - Dec. 1977 : 8 6,194 0:139/
Jan. - Dec. 1978 10 6,954 0.15%
Jan, - Nov. 1979 11 6,440 0.177%¢
Total: 48 25,838 0.1974

0.1 —0.33%. Breen (1970)1 reported an
incidence 1 in 87 deliveries in New Jersey,
while Douglas (1963) 5 recorded a very high
incidence of 1 in 28 in the West Indies.
Burke (1976) 2 reported 1 per 250 deliveries
m UK. (0.4%). In this series there is an
incidence of 48 per 25,838 deliveries
(0.19%). The recorded rise in incidence
in recent years (Breen 1970)1 is due to the

promiscuity of our younger generation,
increased incidence  of venereal disease
and residual tubal pathology resulting

from wide use of antibiotics in the therapy
of pelvic inflammatory disease.

AETIOLOGY

An ectopic pregnancy implies abnormal
reproductive function. Abnormalities as-
sociated with the fallopian tube account
for many ectopic pregnancies. These

4

Any form of salpingitis damages the
tubal lining of ciliary epithelium and
antibiotics though may prevent tubal
occlusion do not always prevent damage
to the epithelium.

Uterine infections are known to
extend to the tubes as well. Peurperal
sepsis, septic abortion and even a subacute
asymptomatic post abortal infection can
damage the tubal epithelium.

Pelvic infections or appendicitis causes
peritubal adhesions and tubal damage. The
relationship between appendicitis and ectopic
pregnancy is well known; ectopic being
significantly more frequent on the right side
(Sandmire and Randall 1959, 7 Grant 1962, 8
Douglas 1963),5 In our series 26 out of
41 tubal pregnancies were on the right side,
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The possible setiological factors in
26 patients in this series are given in
Table II,

Tubal Surgery:

Ectopic pregnancy may follow tubal
ligation. The Pomeroy’s and Madlener’s

is well recognised, Three patients in our
series had a Lippes loop in situ when they
presented with ectopic pregnancies. It is
reported that ovarian pregnancies in
women wearing IUCDs is higher, TUCDs
protect the wearer against intra uterine
pregnancy, and to a lesser extent against

Table II: Possible aetiological / predisposing factors in 26 patients

Available Previous History

- Salpingitis
Gonococcal
Appendicitis
Peurperal sepsis
Abortions

1. Infections

b

Recurrent Ectopic.
3. Intra uterine device in situ

4. Tnvestigated for subfertility with tubal insufflation

Tubal Surgery Failure of Tubal Jagation. e ian i

Patients

......

‘_p.m.—-uamij

I
(=)

Total:

techniques are those commonly implicated
Haynes and Wolfe (1970)9 followed up
489 tubal ligations and reported three
ectopic pregnancies. Individual cases have

also been reported by Harralson et al
(1973). 4

In this series of 48 consecutive ectopic
pregnancies that we have treated there
were two patients who had undergone
previous tubal ligation.

) Also reconstructive tubal surgery
increases the risk of ectopic pregnancy.

The incidence of an ectopic pregnancy
recurring a second time is approximately
5-10% (Grant 1962).8 In this study over
a period of 4 years there was only one
such instance.

Modes of Contraception:

The association between intrauterine
contraceptive devices and ectopic pregnancy

tubal pregnancy but no protection is
afforded against an ovarian pregnancy
(Tietz; 1966). 10

Bonner (1974) 11 reported the incidence
of ectopic pregnancy among users of
progesterone - only oral contraceptives.
Hawkins (1974) 12 believes that the relation-
ship is analogous to that between TUCDs
and ectopics. None of our ectopic patients
were on the pill at the time of presenta-
tion. A diagnosis of ectopic pregnancy
should not be excluded because the
patient is having an IUCD or taking oral
contraceptives.

Tuba! Insufflation:

There is an increased incidence of
ectopic pregnancy among women in-
vestigated for infertility (Grant, 1962;8
Wyper, 1962).13  Four patients in this
series were earlier investigated for infer-
tility with tubal patency tests.
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CLINICAL PRESENTATION

~ The age of the 48 patients in this
series ranged from 18 to 40 with the
largest number occuring in the 21-30

- Vaginal bleeding characterestically follows
pain, but not always so.

Sometimes amenorrhoea is not men-
tioned by the patient. A careful menstrual

Table III:

Age Incidence in 48 cases of

Ectopic Pregnancy

Age 1 vears

15 - 20
21 - 23
26 - 30
31 - 35
36 - 40
41 - 45

No. of Paticnts
2
15
17
9

5
0

years age group. (Table III). Evaluation
of the age distribution substantiates the
fact that a woman who is capable of con-
ceiving is capable of having an eciopic
pregnancy,

Symiptoms:

The most  consistent
ectopic pregnancy is

symptom - of
abdominal pain,

history reveals that the majority of the
patients have missed a period.

The presenting symptoms of the 48
cases are given in Table IV,
Sigos:

in severe cases the patient is in a
state of shock with rapid thready pulse,
lowered blood pressure, extreme pallor,

Table IV: Presenting Symptoms of 48 Patients of Ectopic Pregnancy

Sympton:s

Abdominal Pain
Period of Amenorrhoea
Vaginal Bleeding

Morning Sickness
Shoulder Pain

NN R W

(7]

Retention of Urine

Fainting Attacks / Giddiness

Backache & Dysmenorrhoea

Number of Patients
44
42
26
13
11
10

1
L

1

which may be generalised or localised
to one or other iliac fossa. The pain may
be severe but often passes once intra
abdominal bleeding becomes significant,

6

air hunger, cold clammy skin and even
a sub normal temperature. 16 patients
in this series admitted in a state of severe
shock, were taken up for emergency surgery,
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The most consistent finding i
abdominal tenderness on palpation; usually
generalised but may be confined to one iliac
fossa. Rebound tenderness may be present.
Signs of free fluid as dullness in flanks
less common.

Many are of the opinion that a
vaginal examination should not be car-
ried out when an ectopic pregnancy is

Marer 1980

Undue faith is placed in ultrasono-
graphy. Kobayashi et al (1969)14 had
shown that ultrasonography is unreliable
for diagnosing ectopic pregnancy. There
is a high incidence of false positives and
and even worse false negatives.

Culdocentesis, culdoscopy, colpotomy
and laparoscopy are useful aids to
diagnosis. These were not done in our

Table V: DPresenting Signs in 48 cases of Ectopic Pregnancy

Signs Number of Patients
|. Tenderness in Abdomen 44
9. Tenderness in moving cervix 41
3. Guarding 24
4. Shock 16
5. Fullness of Pouch of Douglas ; 16
6. Flank Duliness 14
7. Utepinc enlargement (8-10 wk. size) 9

suspected. When a vaginal examination
is carried out the usual findings were
acute tenderness in moving the cervix,
tenderness in both or one fornices, mass
in the adnexae or pouch of Douglas or
an enlarged uterus. The presenting signs
of 48 patients are listed in Table V.
B

B
DIAGNGSIS

The most important aids to the
diagnosis in this series were the history
and the physical signs elicited at clinical
examination. Examination wunder anaes-
thesia is never justifiable. Severe bleed-
ing can be precipitated by palpating the
affected tube. (Jeffcoate 1967) 6

There are additional aids to diagnosis
which may be employed in patients who
are not acutely ill.

Radiology is contra indicated by the
possibility of a utering pregnancy.

patients. Surgery had been the only way
to confirm diagnosis.

TREATMENT

The immediate treatment of the
patient depends on the general condifion
and situation at the time the diagnosis
is made. Resuscitation of shocked patients
commenced before operation but surgery
should not be delayed. Both should really
go hand in hand. In the severely ill
minimum of surgery should be done to
sceure haemostasis,

In this series of 48 patients, 16 admit-
ted in a severe state of shock were taken
up for Emergency Surgery. All patients
received 1000-2500 ml of blood trans-
fusion. 13 patients with rupture, not in
shock were operated within the next six
hours. 11 cases of diagnosed ectopics
were operated within 48 hours. 4 cases
with a slender suspicion of ectopic, taken
up at leisure and 4 more unsuspected
cases turned out to be ectopic at laparotomy

7
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FINDINGS AT LAPAROTOMY AND
SURGERY

Among the 48 cases presented there
were 41 tubal, 4 abdominal, 2 ovarian
and one interstitial pregnancies.

Tubal Pregnancy:

Out of the 41 tubal pregnancies 25
were found on the right side and 16 on
the left.

The common surgical proceduies
followed were (1) Unilateral salpingectomy
and (2) Unilateral Salpingo-oophorectomy.
It is not always possible to salvage the
ovary if it is involved in a haemorrhagic
mass. Also leaving the ovary on the

affected side increase the risk of subse
quent ectopic pregnancy (Jeffcoate 1967)6
Bender (1956)15 reported that removal of
side increased

ovary on the affected
subsequent fertility.

Abdominal Pregnancy:

4 cases of abdominal pregnancy were
encountered in this series among 48
ectopic pregnancies.

One of them was a case of advanced
abdominal pregnancy. A persistent trans-
verse lie at term in a primigravida was
taken up for Caesarean section, and
a mature 8 pound live baby delivered
from the abdominal cavity. The placenta
was found adherent to the peritoneum.

Another was a case primary pelvic
peritoneal pregnancy.

The third was a case of 14 week size

foetus with the placenta adherent to the
ommentum.

The fourth was an incidental find-
ing at laporotomy for a left ovarian cyst,
when a mass 8 cm diameter was found
adherent to the ommentum. This mass
contained a 3 cm foetus, necrotic material

TN &

< |
/ abdominal 7}

Fig:

Sites and incidence of ectopic pregnancy in this study.
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Table VI: Findings at Laporotomy in 48 Cases:
Comparison with reported findings
Reported 1
Right Left Total percentage in
Site side «side No  Percentage Literature
Tubal Pregnancy 23 16 41 82% 95 - 97%
Abdominal Pregnancy — — 4 8% 0.03%
Qvarian Pregnancy 1 1 2 4.5/ 0.5%
Interstitial Pregnancy — 1 1 2% 2-4%
Cervical Pregnancy - e = 0.1%

1 Figures from Te Linde’s Operative Gynaecology: 5th Ed: p.369 |

and chorionic villi - consistant with that
of an ectopic pregnancy.

In cases of abdominal pregnancy
the foetus is removed, but placenta is
left behind if its removal cannot be ac-
complished without haemorrhage; for
removal at a later date (Thompson, 1966), 16

Abdominal pregnancy is rare occur-
ing once in 15,000-25,000 pregnancies
and constitutes about 0.03%-0.5% of all
ectopics. In this series its incidence is 8.

QOvarian Pregnancy:

There were two instances of ovarian

pregnancy in this series, both confirmed
by histology.

In one there was a haemorrhagic
ovarian mass which revealed a sac in
which a 2.5 cm embryo was found. In
the other case, microscopically-chorionic
villi with decidual cells adjacent to the
corpus luteum consistent with that of
ovarian pregnancy was found,

Both cases were treated by oophot-
ectomy.

Ovarian pregnancy is also rare,
occuring I in 10,000-20,000 pregnancies
and constitutes 0.59% of ectopics. In this
series it accounted for 4 Y.

J M J=3

Interstitial Pregnancy:

There was a single case of interstitial
pregnancy, with a 12 week size fostus
contained in a sac situated on top of the
left wuterine cornu, unruptured, The sac
was excised and uterine wall repaired.

I'he incidence of inferstitial preguancy
in this series is 2%,

SUBSEQUENT PREGNANCY AFIER
ECTOPIC GESTATION

[t is important to appreciate that
the occurrence of an ectopic pregnancy
is not merely an isoiated episode in 2
womans life. It has very profound
implications with regard to her reproduc-
tive performance. “She with only one
tube has a 1 in 3 chance of ever produc-
ing a live child, but a I in 20 chance

of having another ectopic pregnancy”
(Grant 1962).8
CONCLUSION

The following conclusions are arrived
at from this study.

1. The incidence of ectopic preg-
nancy in this series (0.19 %) comes

within the reported frequency
range. (0.1-0.33%; Jeffcoate)
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FORENSIC ASPECTS OF DRUG DEPENDENCE

DR. N. SARAVANAPAVANANTHAN, M. B. B. S. (Cey.)
M. R. C. P. (U. K.) D. M, J. (Lond.)

Judicial Medical Officer. Jaffna.

Drug abuse in onc form or another is as

old as mankind, and it would seam that
man is incapable of facing life without
the aid of stimulants, sedatives and hal-
lucinogens. For 2 long time the Chinese
relied upon the opium pive for relaxation
and philosophic thoughts and the Peruvian
labourer regarded his marihuana as 2
simple prop during the fiot mid-day hours.
An eonthusiastic  student takes amphe-
tamine in order to keep awake. While
I. S. D. and marihuana are expected to
open up a new territory inside oneself.
Dependence may cause both moral and
physical degradation, sexual perversion
and crime. 1t is in these respects that ad-
diction may become a social menace.
There is a threat to society not only from
the drug dependents but also from those
who {raffic and peddle the drug. When
does a Forensic pathologist see a drug
dependent? He meets him when he is a
victim of murder, accident and when he
exhibits antisocial behaviour.

There is no doubt that many vested
interests are involved in maintaining a
pattern of drug abuse and when their
position is threatened by a narcotic ad-
dict who knows too much he is got rid
of quickly. A narcotic addict may be
murdered by a ‘hot shot’. This is 2 dose
of narcotic with a poison such as stychnine
in it. Death from a ‘hot shot’ at post
mortem will show the findings of the
particular adulterant. If the addict dies
in the house of a narcotic ‘pusher’ his
body is taken elsewhere and disposed of.
Another method of homicide is the use
of a purer blend than the addict has been

using. In other words the addict takes an
over dose of the narcctic. The death from
over dosage will show only the signs of
anoxia and cerebral depression. Heroin
is sometimes adulterated with guinize asnd
some deaths will occur due o hypersen-

[

sitivity to quinine. The guinine type deaths
will show a beefy red congested luns

<

(4]

This has been describad as ‘heroin Iung
but it is probably due to guinine.

There is a risk of suicide during the
withdrawal phase of ampheiemines. Two
young boys! aged 18 years and 20 years
who were known amphetaming takers,
committed suicide by taking a large dose
of methadone. Both methadone and am-
phetamine were <etected i the uring
bile and tissuss of the victims. J

Among L. S. D. dependents dslusions
of omnipotence are common and they
often think that they can fiy from high
buildings and a number of dgaths have
occurred in this manner. Death can also
occur due to accidential overdosage, in
morphine addicts. Autopsy findings are
pin point pupils and those of anoxia. Bile
should be collected becauss

this is one

of the very best places to lock for this
group of alkaloids.

Sometimes deaths amoing the de-

pendents may mimick natural diseases.
Unsterile syringss used by the addicts

sometimes cause hepatitis, septicaemia
etc. Ulcerative sub acute bacterial endo-
carditis with cerebral embolisaiion has
been  reported in heroin  addicts.
One should look carefully at the ante
cubital fossz and other injection sites
like the arms and thighs. Due to the

11
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material injected and the lack of antisepsis
it is not unusual to notice scars in these
areas. Fresh injection sites may appear
as ecchymoses. Some may attempt to
conceal the scar by tatooing the surround-
ing skin.  Pulmonary arterial foreign
body granuloma associated with angio-
matids was reported by Butz2 in relation
to propoxyphene abuse. Tetanus is an-
other cause of death in these cases. i
had occasion to see two pethidine addicts
dle of tetanus. Sudden deaih may occur
among L. S. D. and amphetamine addicis
due to cardiac failure. According to
Stevens3 acute pulmonary drug reaction
to intravenous barbiturate or opiate
overdose is the main cause of deaily among
drug addicts in the London ares. Citron
(1970)% reported a few cases of necrotiz
ing angitis indistinguishable from peri-
arteritis nodosa in methyl amphetamine
users and these patients presented with
systemic signs and symptoms of renal
failure, hypertension and paincreatitis.

Drags & Driving: Information abou: the
effect of drugs on driving is cxiremely
scant, Little or nothing is known ahout
the corrglation between driving skill and
blood concentration of drugs.

Euphoria which canabis is said o
produce is associated with impairment of
judgement azad since it disturbs percep-
tion of space and time, driving while
under is influence could be disastrous.
Further in canabis there is an impairment
of memory for recent events and con-
sequently driving of motor vehicles is
impaired because  the ariver  forgets
esseritial things like looking at the speedo-
meter to check spead.

Amphetamines are dangerous when
taken indiscriminately. Large dose can
impair coordination  and driving  skill.
Moderately large doges of barbiturate can
produce  effects resembling  alcoholic
intoxication, like unsteady gait, slurred
speech confusion etc,, hence driving under
its influeace could be dangerous,

12
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Criminological aspects of drug dependence,

From a medico legal
dependence whether
or psychological can
behaviour.

| point of view
it be physiological
lead to anti socig]

Cannabis and crime: (1) The individual
addicted to cannabis is abnormally sug-
gestible and e¢an consequently be easily
led iato erime. Loss of conirol  during
cannabis  intoxication may result in
violence or  other iypes of impulsive
behaviour. (2) The lethargy induced by
canuabis may lead to  joss of garning
capacity and therefore indulgence in petty
thieving. (3} Cannabis may provide
persons predisposed to criminality with
the courage to commit anti-sccial acts,
Many studies have shown that marikuana
users committed petty crime and found
no evidence that the practice was g3s-
sociated with maior crimes. However, g
case of homicide while in 2 state of in-
toxication resulting from smoking ganja
cecrrred  in Puttalam district i 1968. 5

A young man shot his two little sisters
aged 10 years and 11 years in the early
hours of the morning while they were
aslesp and the prosecution could allege
no motive for the act. According to the
evidence the accused iooked after his
sisters and was fond of them. On the
night of the incident he had taken a bottle
of beer and some arrack and he had
smoked ganja sometime after mid-night.
Immediately after he fired the shot he
18 suppesed to have said T have shot”
and again “have I shot”, indicating that
there was not full awareness. He seemed
to have had some doubt whether he had
done it or not and this is in keeping with
a confused state. It was held that he was
In a state of intoxication resulting from
smoking of ganja and was incapable of
forming a murderous intention to kill his
two sisters whom he had loved. The
charge of murder was reduced to culpable
homicide not amounting to murder and



Vor, XV No. 1

JarpnA MubIicar, JournAr,

Marca 1980

the accused was sentenced to 10 years rigor-
ous imprisonment.

Amphetamine and crime:

The amphetamine addict is quite
unable to earn his living in the community
and will resort to lies or fraud to obtain
further supplies. Stealing and murder have
been associated with execessive amphe-
tamine taking. The relationship between
criminality and the taking of amphetamines
depends mainly on the degree of habitua-
tion and social background of the in-
dividual. The ordinary housewife who takas
one or two tablets a day may well be
habituated to the drug, vet is in no danger
of becoming a criminal. An adolescent
boy with an unsatisfactory home back-
ground who mixes up with others who
are dependents of the drug runs a big risk
of turning into a criminal. Amphetamine
taking may endanger the life of an in-
nocent person. Power (1974)6 reported
a case where a man in his early twenties
with a two year history of amphetamine
dependence administered and injection
of barbiturate to a baby belonging to his
friend with whom he was lodging. He
cdefended his behaviour by stating that
the baby was crying and keeping the
house hold awake. His defence was not
entertained and he was found guilty.

Violent anti social behaviour may also
occur with L. S. D.

Conclusion: Drug taking and traffick-
ing has become a problem especially among
children, therefore illicit drug taking
should be made a punishable offence and
it is also necessary to have rules so as to
enable the police to require a person
detected of possessing or taking drugs to
give a sample of blood or urine for an-
alysis.
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NEW ANTIBIOTICS —

HOW AND WHY?

D. CHANMUGAM, M. D. (Ceylon), F. R. C. P. (London)

Department of Medicine,

lmost 50 years ago Alexander Flem-
ing reported the discovery of a sub-
stance produced naturally by 2 micro-
organism, a mould Penicillium Crysogenuil,
which killed other microorganisms. - He
called this substance Penicillin  but was
unable to produce enough of the pure
cubstance to use it. It was left to H. W.
Florey and E. B. Chain at Oxford to
demonstrate in 1940 the clinical effective-
ness of Penicillin. When its remarkable
actions were confirmed many workers all
over the world looked for similar natural
substances and in 1942 S. W. Waksman
in U. S. A. discovered Streptomycin and
with its introduction there was a dramatic
reduction in the mortality of Tuberculosis.
It was then thought that the ora of an
infection fres world had dawned, but this
was not to be. Bacteria began to develop

University of Colomba.

In the ensuing 40 years OVEr 3000
antibiotics have been discovered. But
only about 60 of them are known to have
the correct properties, namely  high
activity against the invading organisms,
low toxicity and physical and metabolic
stability, to enable 1t to be used. These
G0 or so antibiotics belong to one of
seven structural types shown in the table
and no structurally new antibiotic has
Leen discovered since the 1950s.

All important discoveries in the last
20 years either from 2 microbial origin
or chemical alteration of existing antibiotic
molccules belong fto one of these seven

classes.
The main impetus to the develop-

aent of new antibiotics is the emergence
of resistant strains. Within a few years

Year of Discovery Class

First useful member

1940 Beta Lactam Penicillin G
1944 Aminoglycoside Streptomycin
1947 Chlorampheniccl Chloramphenicol
1948 Tetracycline Tetracycline
1950 Macrolide Erythromycin
1955 Lincomycin Lincomyein

1957 Ansamacrolide Rifampicin

TABLE: STRUCTURAL CLASSES OF THE MAIN ANTIBACTERIAL AGENTS

resistance to each antibiotic as it
introduced and so the search
antibiotics goes On:

was
for new
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of the introduction of the synthetic anti-
bacterial, sulphonamide in the 1930s, gono-
cocci and some streptococci which had
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dramatically succumbed to sulphonamides
began to show resistance to the drug so that
shortly the freatment by sulphonamides of the
disorders caused by théese organisms had to
be abandoned. Fortunately Penicillin arrived
on the scene by then. For many years the
gonococcus was sensitive to small amounts
of Penicillin in the blood stream but over
the last few years the organism has re-
quired larger and larger doses of Penicillin
for eradication and now completely resistant
strains are emerging. Streptococci have
been uniquely sensitive to Penicillin all
over the world but cven here in the
past couple of years resistant strains are
beginning to appear. But il was with
staphylococi that the limitations of Penicillin
G became specially noticeable for within a
decade of its infroduction as much as
50 percent of staphylococci isolated in
hospitals were resistant.

Unlike human ceils, bacterial cells
have tough outer shells and penicillin
is able to act selectively cn these cells by
interfering with their biosynthesis and
without an action on the human host cell.
The bagcterial response was to elaborate
an enzyme penicillinase which inactivated
the penicillin molecule. Much research
went into working out the structure of
the penicillin molecule and in 1945 using
X’ray crystallography Dorothy Hodgkin
worked out the formula. It was then found
that the antibacterial activity of penicillin
resided solely in a four membered ring
known as the Beta Lactam ring. Penicil-
linase destroyed a bond between nitrogen
and a carbon monoxide group in this ring
inactivating the molecule. Scientists in the
pharmacological industry isolated the
nucleus of the penicillin molecule and
identified it as 6 - amino-pencicillanic
acid (6-APA), which itself has no antibac-
terial activity at all. They urgued that if
the N-CO bond of the beta lactam which
was the target of the enzyme penicillinase

could be protected from the enzyme then
the antibacterial activity could be main-
tained. This started the era of the synthetic
penicillins of which methicillin was the
first. Here two large methoxy groups at-
tached to an amino group of the beta
lactam ring protected the molecule from
penicillinase enzyme and trials showed
its efficacy against penicillinase produc-
ing staphylococci. While tinkering with
the penicillin molecule scientists discovered
that the nature of the organic acid of 6-
APA affected the antibacterial activity of
the molecule. From these researches came
the 25 or so penicillins now available for
clinical use.

Again from Oxford an antibiotic
cephalosporin C was identified. This was
the second antibiotic that contained the
beta lactam group. From cephalosporin
C a nucleus, 6 aminocephalosporonic
acid similar to 6-APA was identified and
from this other cephalosporins were
synthesized. There is no cross resistance
between the cephalosporing and  the
penicillins s¢ that the two can be used
together for their complementary actions.

Aminoglycosides—The next important
step in the continuing war against resistant
strains of bacteria was the discovery of
the aminoglycosides of which streptomycin
was the frst. Later antibiotics of this
group are gentamicin, kanamycin and
tobramycin. All of them have the same
serious disadvantage of being nephrotoxic
and ototoxic, toxicity being dose dependent.
Just like the penicillins and cephalosporins,
the aminoglycosides too are inactivated
by bacterial enzymes. Using the prior
examples of synthetic penicillins, scien-
tists have modified the chemical structure
of aminoglycoside to protect it against
these enzymes, producing synthetic ami-
noglycosides like amikacin.

15



Vor,. XV No. 1

Jarena MEDICAL JOURNAT,

Mazrcr 1980

Recently in a research laboratory
searching for an effective substance against
penicillinase of which there is not one
but several, workers discovered from the
products of fermentation a substance
clavulanic acid which is a weak antibiotic
of the beta lactam group but more im-
portantly effectively inhibits the different
penicillinases. When combined with a
right penieillin, eg. amoxycillin and used

against - penicillinase producing bacjeria,
the clavulanic acid neutralizes the penicil-
linase which would otherwise have in
activated amoxygcillin.

Thus there are now several antibiotics
which the clinician can use. Nevertheless
the serious problem of new resistant
bacteria remains necessitating continuous
research into discovering new antibiotics.
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FOUR CHILDREN WITH OBSTRUCTIVE
EMPHYSEMA %

S. VYRAVANATHAN, M. B. B. S. (Ceylon), T. D. D. (Wales)
Medical Officer in-Charge
Chest Clinic Kandy

Introduction

Obstructive emphysema or local obs-
tructive emphysema is the term used
to describe the distension of alveoli
resulting from a check-valve type of
obstruction of a large bronchus. It is one
form of emphysema of the lung which
has been clearly defined in terms of
aetiology, clinical and radiological fea-
tures and morbid anatomy. (Ogelvie 1963) 1

This paper is a report on four children
with this condition seen by the author
over 14 years (1961-74) of chest clinic
practice in Sri Lanka.

Case Reports

Case 1: On 17th Nov., 1961 a 16 year old
boy was referred to the Chest Clinic,
Anuradhapura from  District Hospital,
Dambulla for investigation of suspected
pneumothorax. The referred slip also
contained the information that this boy
has had a chest X’ray done at General
Hospital, Kandv and that it was reported
as ““clear”.

He complained of cough and short-
ness of breath of six weeks duration. On
examination he had a paroxysmal cough.
Movements were diminished, the percus-
sion note resonant and breath sounds
were decreased over the left side.

A chest X’ray revealed hypertran-
rasdiancy of the left lung fields with
splayed out blood vessels (Fig. 1a) suggesting
either  compensatory or  obstructive
emphysema, of the left lung. -There was

J M J=d4

no evidence of a collapsed lobe in the X’
ray (P-A or left lateral) to account for
a compensatory emphysema. A chest X’
ray taken in full expiration (Fig. 1b) showed
that in addition to the hypertransradiant
left side there was also a marked shift of
the trachea on to the right side, raised
right leaf of the diaphragm and cloud-
ing of the rightlung. All these features
confirmed the suspicion of obstructive
emphysema.

The boy was questioned regarding
the inhalation of any foreign body to
account for the obstructive emphysema.
After prolonged questioning he recollected
that while he was eating “dhamba” fruit
more than six weeks earlier, a seed had “gone
the wrong way”’. He had a slight cough
at that time which he had soon forgot.
A diagnosis of  obstructive emphysema
following inhalation of dhamba seed
was made. ; .

His white blood cell count was
23,400/- cu mm; of which the neutrophils
were 80./., Lymphocytes 14./. and
Eosinophils 6./, He was treated with
Penicillin and referred to Mr. A. T. S.
Paul, Thoracic Surgeon, Colombo who
removed the seed at bronchoscopy.
Following this the boy become symptom
free and a repeat X'ray was normal,

Case 2: A I year and 8 months old boy was
referred to Chest Clinic, Batticaloa on
5th June, 1967 from the General Hospital,
Batticaloa for investigation of suspected
pneumothorax. He had a cough and was
short of breath for the past 8 days. On

17
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examination - the- -chest movements were .

decreased, the percussion note was hyper
resonant and the breath
decreased over the left side.

A chest X’ray (Fig. 2a) showed
hypertransradiancy of the left lung fields
with splayed out blood vessels suggest-
ing either compensatory or obstructive
emphysema. There was no evidence of
a collapsed lobe either in the postero
anterior. or - lateral - X’ray- to account® for
a compensatory emphysema. X’ray of
the chest . taken in full expiration (Fig. 2 b)
showed in addition a marked shift of the
heart and ‘trachea to the right side, raised
right leaf of the diaphragm and cloud-
ing of the right lung fields. All these
features  confirmed. the suspicion of
obstructive © emphysema, o

The boy’s mother was questionsd
about the possibility of the boy having
inhaled any foreign body. She recollected
that the boy had picked up  a pisce of
manioc and put it into his mouth a few

days earlier and that it might have “gone -

the wrong way”’,

A diagnosis of obstruciive emphysema,-

following inhalation of a pisce of a manioc
was made; and preparations were made
to transfer the child to the Thoracic
Surgeon -in Colombo, But 3 days later
the boy coughed up the piece of manioc
and-.cured - himself, s
Case.3:"Awr 8 year old boy from Deltota
was.seen at Chest Clinic; Kandy on 15th
Sept.; 1973, He had a cough of 2 weeks
duration. On examination the percussion
note ‘was ‘hyper-resonant and the breath
sounds were diminished on the left side.
Rhonchi and crepitations were haard on
both sides. - : :
A X’ray of chest (Fig. 3) showed
enlargement of mediastinal and  hilar
nodes more marked on the Ileft side,
hypertransradiancy of the left lung with
splayed -out ‘the blood vessels. There was
no evidence of a collapsed lobe in the X’

18
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ray to . suggest conpensatory smphysema

as the cause of the hypertransradiancy.
The causz of the hypertransradiancy was
obstructive emphysema. The X’ray of the
chest done in full expiration did not show
a shift of the heart or trachea to the —
right side. The Mantoux test was positive
(18 mm).

A diagnosis of “primary tubsrculosis
with enlarged mediastinal and hilar lymph
nodes and left sided obstructive ¢mphysema’”
was made, iy :

As the parents wished to have the
boy treated at Deltota, arrangements were
made to treat him with Streptomyein and
isoniazid twice weekly for 2 years at
District Hospital, Deltota. A X’ray of
the chest taken about 8 months later now
showed collapse of the left upper lobe,

A further X’ray taken in August 1975

after nearly two vears of anti tubsrculous
therapy showed no enlarged mediastinal
and “hilar nodes and no abnormality in -
the lung fields,

Case 4: A 1 ysar and 4 month old boy was
seen at the chest clinic Kandy on 7th June
1974 with cough and noisy breathing of
6 months duration. The mother had
noticed that the cough started after the
child had inhaied an artificial  pearl and-
that the cough came in bouis. L
Were

On  examination, movemeats
diminished, the percussion nots was
resonant and the breath sounds were

decreased over the left side of the chest,

Hypertransradiant lung  fields  with
spiayed out blood vessels suggesting
either  obstructive  or compensatory

emphysema was seen on the left side of a
X’ray of chest. There was no evidence
of collapse of a lobe in the postero-anterior
or lateral X’ray to suggest compensatory
emphysema. A X’ray of the chest taken
in full expiration showed a shift of the
trachea but not of the heart to the right.
A diagnosis of obstructive emphysema
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resulting from inhalation of an artificial
ﬂearl was made.

At bronchosuom the
(Dr. H. S. Perera, Thorcic Surgeon)
visualized the artificial pearl but could
not remove itasit was slippery. During
the attempt at removal the pearl was
pushed "down the lower lobe - orifice. A
X’'ray of the chest taken soon after that
(on Gth Sept. 74) showed no evidence of
obstructive emphysemz but it showed
evidence of collapse of lateral basal

segment of the left lower lobe.

At a sccond bronchoscopy the peati
wns removed and the child was symptom-
free after that. The child was given
Penicillin . before and after bronchoscopy.

DISCUSSICHN
MECHANISM OF PRODUCTION: The
mechanism of production of this con-
dition was described by Jackson and
jackson (1936).2 When thereis a check
valve type of obstruction of a bronchus
the air cniers the lung beyond the obstruc-
tion as the bronchus widens during inspira-
tion but does not leave that part of the
lung as the breonchus narrows during
expiration. A great pressure thus “builds
up behind the obstruction leading to
dilatation emphysema of the panacinar
‘ype (Ogelvie 1963) 1.

CAUSES : The causes of obstructive
emphysema in these children were foreign
bodies in three of them and tuberculous
lymph node in one. Two of the foreign
bodies were vegetable foreign Dbodics
(dhamba seed in case 1 and piece of
manioc in case 2); the third was a non-
vegetable foreign body (artificial pearl
in case 4).

INCIDENCE: An incidence of only 4
cases of obstructive emphysema over a
14 year period of chest clinic practice
suggests that obstructive emphysema is
_.an uncommon condition. This is in con-

formity with other reports, Botha (1958) 3 -

refers to ofly’ 5 instances among 35 cases
with proven inhaled forelgn bodies ' ad-

Sui'geonll- mitted t0 hospitdl over a period of 12

years, Davies (1961)4 found only 2
instances of obstructive emphysema due
to primary tuberculous lymph nodes
among contacts studied from 1930 to
1952. Crofton and Douglas (1975)5 state
that obstructive emphysema due to prunary

~tuberculous lymph nodes is rare in most

geries. Closer home, de Silva (1974)6
reporting on 12 children with intrabronchial
foreign body admitted to hospital during
the year 1973/74, found mno case of
obstructive emphysema. :

That this low incidence of obc‘,tmctwe
emphysema may be more apmrent ‘than
real will be explamed ].ﬂt31 o_n in th_ls
paper. ;

AGE DISTRIBUTION It is nobeworthy
that two of the three children were in the
1 to 2 year group, an age when children
tend to introduce foreign bodies into
their mouths. De Weese and Saunders
(196 8)7 state that most foreign bodies
in the bronchi occur in  children who
suddenly inspire when they have foreign
bodies in their mouths.

Case 3 with tuberculous lympha-
denitis was 8 years old. According to
Miller el at (1963) 8 obstructive emphysema
duec to primarv tuberculous lymph nodes
is commoner in children under the age
of two years.

SIDE INVOLVED: Wilson (1962)9 states
that foreign bodies are more likely
to find their way to the right side as the
right main bronchus is larger than the
left and more in line with the trachea.
But in the three cases dv_sscnbed here the
foreign bodies were lodged in the left
bronchus. In case 3 the obstructive
emphysema due to primary tuberculous
lymph node occurred on the left side. In
the two cases described by the Davies
(1961) 4 one had it on the ncrht side the
other on the left side,

BN -
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SYMPTOMS: These patients present
with cough which may be paroxysmal
and shortness of breath or noisy breath-
ing. When these sympioms follow in

Vor, XV No. 1

halation of a foreign body, the history

of inhalation may be readily forthcom-
- ing as in case 4, or it may have to be
-~ elicited by prolonged questioning as in
cases 1 and 2.

PHYSICAL SIGNS: The physical signs
in the chest are: resonant or hyper-re-
sonant percussion note with diminished
breath sounds. Other conditions which
can present with the same physical signs
are:  spontaneous pneumothcrax, com-
pensatory emphysema, infantile lobar
emphysema,  unilateral emphysema of
lung  (Macleod’s Syndrome), congenetal
cystic (adenomatoid) malformation of the
lung and diaphragmatic hernia,

RADIOLOGICAL FEATURES: The rua-
diological changes occurring in obs-
tructive emphysema were described in
detail by Rabin (1952).10 1t is the usuzl
practice to take X’rays of the chest in full
inspiration. The changes of obstructive
emphysema szen in this phase of respira-
tion are hypertransradiancy and splay-
ing out of the blood v:ssels on the affected
side. Somstimes the affected side may
ippear very much like the normal side.
And unless this condition is suspected
and particularly looked for it may be
missed even by experts. This may b. one
of the reasons for the reported low in-
cidence of obstructive emphysema.

The additional change  which arc
seen in the expiratory film depend on
whether the lower lobe bronckus or
the upper lobe bronchus 1s mainly

affected by the valvular obstruction. If
the lower lobe bionchus is mainly affected
there is shifting of the heart to the op-
pocite side, the leaf of the diaphragm on
the opposite side rises and there is normal
clouding of the lung on the opposite side
with deflaton, In cases 1 and 2 these

20

changes were noticeable in the expiratory
films probably because the lower lobe
bronchus was the main site of valvular

~obstruction.

In cases 3 and 4 there was no shift
of the heart to the opposite side in the
expiratory films. So that obstructive
emphysema in these two cases was due
to valvular obstruction not of the lower
lobe bronchus but of the upper lobe
bronchus. And the shift due to distension
of the upper lobe would be expected in
the upper mediastinum, According to
Rabin (1952)10 the shift of the heart due
to valvular obstruction in the lower Iohe
is often well seen in X’rays but the shift
of the upper mediastinum i. e. shift of
the treacha to the opposite side by a
distended upper lobe is not often seen in
X’rays, though it may be noticeable on
screening. Expiratory film in case 4 showed
a shifting of the trachea to the right, sug-
gesting involvement of the left upper lobe
bronchus. The expiratory film in case
3 did not show a obvious shift of the
trachea to the side opposite to that of the
lesion, but a follow up X'ray (taken
months later) showed collapse of the left
upper lobe suggesting involvement of the
left upper lobe bronchus.

In children, particularly, the standard
film may be taken at mid-inspiration or
egven at expiration, so that the side to
which the heart is shifted may be erroneously
ascumed to be the side of collapse and
the obstructive emphysema on the other
side completely missed. This may be yet
another reason for the reported low in-

- cidence of obstructive emphysema.

OTHER CONDITIONS CAUSING HY-
PERTRANSRADIANCY: The other con-
ditions which simulate obstructive em-
physema clinically also present a pi_c-
ture of unilateral hypertransradiancy in
the X’ray, occasionally making differentia-
tion difficult. Spontaneous pneumothorax
can be recognized by the lung border seen






Fig. 1 a -Cuse 1: Chest X’ray showing
hypertransradiancy left side,

Fig. 28 «Case 2: Chest X’ray showing
hypertransradiancy left side.



Fig.h- Case 1: Expiratory film showing hyper-
transradiancy left side and shift of the heart
and trachea to the right.

Fig. 2 b - Case 2: ]ékpiratary film showing | hyper-
transradiancy left side and shift of the heart
and trachea to the right.



Fig. 3 - Case 3: Chest X’ray hypertransradiancy left
side and enlargement of mediastinal and hilar
lymph nodes (more marked on the left side).

S s i e =

Fig. 4 - Case 4: Chest X’ray showing hypertrans-
radiancy,
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medial to the area of transradiancy. In
the case of compensatory emphysema, the
collapse which gives rise to it can be seen
as a lobar shadow, better seen in the
lateral film. Infantile lobar emphysema
which occurs in the newborn is seen as
an area of transradiancy compressing the
rest of the lung., Macleod’s Syndrome
may be difficult to differentiate radiolo-
gically but the absence of symptoms and
decrease in ithe shadows of the blood
vessels both at the hilem and the rest of
the lung should suggest the diagnosis
(Crofton & Douglas 1975)5 which can
be confirmed by angiography. In con-
genital cystic adamantoid malformation.
most cases present with a predominantly
cystic appearance in the X’ray; some may
show a rather solid appearance (Mon-
crief et al 1969).11 Diaphragmatic hernia
is easy to recognise radiologically by the
presence of coils of intestine in the chest.
Clinically bowel sounds may be heard
in the chest. X’ray after barium meal may
be necessary to confirm diagnosis.

FURTHER PROGRESS OF VALVULAR
OBSTRUCTION : After sometime a
vegetable foreign body in the bronchus
begins to swell (Wilson 1962).9 In the
bronchial wall there is a reaction which

comes on more rapidly with a vegetable -

foreign body than with a non-vegetable
foreisn body. These changes may at
times enhance the efficacy of the check-
valve mechanism leading even to rupture
of alveoli with leak of air into the intestitial
tissue. From there the air may find its
way into the mediastinum and to the
subcutaneous tissue in the neck (Botha
1958). 3 None of the four cases reported
here developed this complication.

Sooner or later the check-valve type
of obstruction is converted to a complete
obstruction in inspiration as well as
expiration. The air distal to the obstruc-
tion gets absorbed with resultant collapse
of that portion of the Ilung, The time
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taken for this conversion may be any-
thing from a few minutes to several
weeks after inhalation, the averagé- being
six days (Botha 1958)3, In -case 4 dur-
ing the first attempt at bronchoscopic
removal the artificial pearl was . pushed
down the lower lobe bronchus - with
resulting collapse of the lateral = basal
segment of the left lower lobe. A tuber-
culous lymph node, by further pressure
or more likely, by further erosion con-
verts a check-valve type of obstruction
to a complete one as occured in the fol-
low up X’ray in case 3 which showed col-
lapse of the left upper lobe. From the
foregoing account it becomes clear that
obstructive emphysema is often a transient
phenomenon. It is quite possible that a
large number of cases of bronchial
obstruction are X’rayed either before the
development of obstructive emphysema oOr
after the occurrence of complete obstruc-
tion and collapse of the lung. This may
be yet another reason for the reported
low incidence of obstructive emphysema.

In cases I and 4 the obstructive
emphysema was seen six weeks and six
months respectively after inhalation of
the foreign body. In case 4 the artificial
pearl being a smooth, slippery, mnon
vegetable foreign body could be expected
to be bobbing up and down for fhat length
of time even though the duration was
too long. But the presence of obstructive
emphysema six weeks after inhalation of
a vegetable foreign body like dhamba
seed is unusual.

TREATMENT: Treatment of obstructive
emphysema caused by foreign ‘bodies is
by bronchoscopy and removal of the
foreign body. Antibiotics should be given
if there is infection.

When obstructive  emphysema  is
caused by primary tuberculous lymph
node, anti-tuberculous chemotherapy is
the mainstay of treatment. Bronchoscopy

is unnecessary in most cases. Corticosteroid

2]
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drugs may be useful to relieve the valve
action (Crofton and Douglas 1975). 3
OUTLOOK: All foreign bodies must be
removed by bronchoscopy. If removal is
not effected the valvular ‘obstruction be-
comes complete leading to collapse, in-
fection, lung abscess and bronchiectasis
(Linton 1957).12

It is unsual for a child to cough up
the foreign body as did case 2. It has been
found that coughing up of forcign bodies
occurred only in 2 per cent of cases
(Thomson and Negus 1948).13 In
obstructive emphysema due to tuberculous
lymph nodes the condition resclves with
chemotherapy without imporiait residual
damage (Crofton and Douglas 1975). 3

SUMMARY

~ Four cases of obstructive emphysema
in children are reported. Three were due
to intrabronchial foreign bodies Iwo of
which were removed at bronchoscopy and
the third was “coughed up”. The fourth
case due to primary tuberculous lymph
node was cured with antituberculosis
chemotherapy. The incidence, pathogenesis
clinical and radiological features, differ-
ential  diagnosis and commplicatiions of
this condition are discussed.
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COOMBS—POSITIVE  HAEMOLYTIC ANAEMIA
AND THROMBOCYTOPENIA

ASSOCIATED WITH

HODGKIN'S DISEASE

N. NAGARATNAM, R. G. RAJARATNAM, G. AMBEPITIYA,
AND H. S. R. WIJEMANNE '
General Hospital, Colombo.

SUMMARY: A 52 year old female with
Hodgkin’s disease manifested initially
immune heamatological disorders. She
had severe Cocmbs positive auto-immune
haemolytic anaemia  and thrombocy-
topenia which responded well to corticos-
teroid therapy. Four months later she
developed Hodgkin’s discase. Coombs test
remained positive till her death 12 months
later. Only 5 cases of Coombs positive
haemolytic anaemia aniedating Hodgkin’s
discase had besn reported in literature.

INTRODUCTION: Coombs-positive hae-
molytic anaemia I8 a  Very unusual
event in Hodgkin’s disease. Eisner et al
(1967)1 in a study of 219 patients with
Hodgkin’s disease found 6 who gave a
positive result to Coombs test. In none
of them did the discovery of a positive
Coombs test or overt heamolysis antedate
the diagnosis of lymphoma. According to
Cazenave et al (1973)2 only 12 cases in-
cluding one of their own have been re-
ported in literature. In only 5 was its auto-
immune nature proved by a positive direct
Coombs test.

An auto-immune thrombocytopenia
is still rarer phenomenon in Hodgkin’s
disease. In Harrington’s (1956)3 extensive
studies he did not find a single case.

Herein we describe a 52 year oid
female who first Ppresented with a Coombs
positive haemolytic anaemia and throm-
bocytopenia and 4 months later was found
to suffer from Hodgkin’s disease. The

direct Coombs test remained. positive till
her death. :

CASE REPORT: NVH (58243) a 52 year
old married woman was admitted on 9th
December 1972 with a history of burning
epigastric pain and low grade fever of
4-6 days duration. On the day prior to her
admission she noticed that her urine was
darker than usual. Besides salicylates,
<he took no medication for her illness.
Her past history included myomectomy
and appendicectomy in 1966 and excision
of a duct papilloma of the breast in 1968.
She was never jaundiced.

Examination tevealed an extremely
pale and febrile (100°F) patient in severe
pain. Sclerae were lemon yellow and the
tongue coated. The lymph nodss were
not palpable. Pulse was 80 per minute
and regular. Blood pressure 130/70 mm.
Hg. The heart was not clinically enlarged
and a systolic murmur (Grade 2/6) heard
over the praecordium, The Ilungs werc
clear. The spleen was just palpable.

The results of the investigations soon
after admission were: Haemoglobin 3.5g/
100 ml., reticulocytes 12% serum bilirabin

2.3 mg/l100ml. WBC 17,400/mm, 3 neu-
trophils 829, and lymphocytes 18 S

The blood picture revealed macrocytosis
with a large number of polychromatic
cells, a few spherocytes and pseudo--
autoagglutination of red cells. Few nucle-
ated red cells were present. There was
an increase in the neutrophils with a shift
to the left with a few myelocytes and
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metamyelocytes. Direct Coombs test was
positive while indirect Coombs was
negative. SGPT was 60 I.U. Prothrombin
time 23 seconds (control—17 seconds)
Serum alkaline phosphatase 10 KA units.
The rest of the liver function tests were
normal, Urine: urobilin***. = Rheumatoid

factor and anti-nuclear factor were
negative. Doneth-Landsteiner test was
negative.  Agglutinins (cold and warm)

were negative. LE cell preparation was
negative. Platelet count on 14th December
1972 68,000/mm. 3

A blood transfusion (2 pints) was
given on 1lth December 1972 with no
untoward reaction, Corticosteroids (Pred-
nisclone) 45 mg. daily was started
on the same day and gradually reduced
to 10 mg. daily. She became afebrile with-
in 5 days of admission and remained so
except for a bout of fever at the end of
December when the dose of steroid was
reduced. Reduction of the steroids brought
on a haemolytic crisis, necessitating a blood
transfusion. She was discharged after 42
days of stay in hospital on Corticosteroids
(prednisolone) 20 mg. daily. She was still
jaundiced slightly and her spleen was just
palpable below the left costal margin.
The Coombs reaction was persistently
positive. On one of her visits to the Out-
patients clinic 21 months later two tender
enlarged lymph nodes were noticed in the
neck. A biopsy = revealed Hodgkin’s
lymphoma. Splenectomy was performed on
2nd April 1973. The spleen was found to
be enlarged with evidence of perisplenitis.
Her post-operative period was uneventful
except for fever which lasted for 12 days.
The spleen on histology showed con-
gestion of the pulp with marked areas of
haemorrhages, fibrosis, marked reticulo-
endothelial hyperplasia and Gandy-gamma
Hodgkin’s. tissue.

She was treated with nitrogen mustard.
vineristine, preduisolone and maintained
on chlorambuetl, - Coombs test . was
positive till her death 12 months later.
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DISCUSSION: The patient initially pre-
sented with an auto-immune haemolytic
anaemia as evidenced by a positive Coombs
test and reticulocytosis. Soon after in her
clinical course she was thought to have a
reticulosis a diagnosis supported by lymph
node biopsy and later splenectomy. Coombs
positive haemolytic anaemia is relatively
an uncommon event in Hodgkin’s disease.
It was observed in only 2.7% of the
patients with Hodgkins disease studied
at the Memorial Hospital in New York.
It may appear long before the disease

manifest itself, the interval ranging from
2-26 months.

There is no doubt that the underly-
ing disease caused the positivity of the
Coombs test from the wvery beginning.
Alternatively a  positive  Coombs test
could arise following a blood transfusion.
Fayen and Miale (1963)4 reported that
a false positive Coombs test could occur
in patients with reticulocytes above 10%.
This according to Giltiman et all., (1965)°
is due to the binding of the antibody con-
tained in some Coombs sera to transferrin
on the surface of the reticulocytes.

The haemolytic aspect of the disease
in this present instance disappeared
either concomitantly with or as the
result of therapy received, although the
Coombs test remained  positive. This
is known to occur occassionally and is
well known for auto-antibodies, especially
incomplete  anti-erythrocyte  auto-anti-
bodies to undergo changes from one to
the other variant or change in the degree
of potency in a single patient during the
course of the illness or as the result of
treatment. Although it had been difficult
to assess the significance of the positivity
Coombs test to prognosis, Eisner et a.l,
(1967) 1  noted a prolonged survival in
their small number of positive cases.

Th 2% of Hodgkin’s disease the platelets

are usually rormal or increased at the
bsginning of tae illness. More recently
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it had been shown that in the generalised
stage of the disease, production as well
as survival of the platelets were- reduced
thus explaining the thrombocytopenia
which may occur even in the absence of

treatment. (Ultman and Movan, 1373),6
Auto-antibodies may develop against
the red «cell, white cell, platelets

or their precursors in the bone narrow.
The development of  auto-antibodies
against the platelets may lead to an auto-
immune  thrombocytopenia which is a
pathological  analogue of auto-immune
haemolytic anaemia.

In most auto-immune diseases of the
blood the pathological mechanism is
fairly well understood and this is particularly
true of the auto-immune heamolytic
disorders. It has been thought for some-
time that there may be an - aetiological
relationship between immune disease and
malignant disease. Pirofsky (1965)7 in an
analysis of 234 cases of auto-immune
haemolytic anaemia found 114 with
neoplasia of the reticulo-endothelium. In
61.49, the neoplasia preceeded the auto-
immune haemolytic anaemia and in 7%
was vice versa. This variation in whether
the auto-immune haemolytic anaemia or
the lymphoma appears first suggest that
the two may actually appear independently
of one another, each as a result of some
underlying defect in the host, the patient
being susceptible to both malignant
lymphoma and immune disease. In NZB
mice that recover from Coombs positive
haemolytic anaemia the rate of malighancy
is high Mellors et al (1966). 8 ‘Still others
Ziff et al (1961), 9 Fialkow et al (1964)10
and Burnet et al (1963)11 have stressed
that the basic defect of the immune
apparatus with impairment of the ability
to have normal immune responses may
occur through genetically mediated pro-
cesses, Another theory is that repeated
stimulation of the apparatus immuno-
logically could lead to neoplasia of the
reticulo-endothelium  Clemick  (1967).12

'
L]
(8
L3

Fundenberg et al (1961)13 encountered
a patient who after a long standing
‘adult’ onset hypo-globulinaemia developed
Coombs positive haemolytic anaemia and
subsequently Iymphoma. They postulatad
that, immune dificiency was the primary
event in the predisposition to auto-im-
mune diseases and lymphoma.
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NEISSERIA MEN'NGOCOCUS INFECTIVE
ENDOCARDITIS — A CASE REPORT |

D. CHANMUGAM, M. D. (Ceylon), F. R. C. P. (London)
RUKMAL WIJEDORU, M. B. B. S.

Depariment of Medicine, Universiiy of Colombo.

Ow:c the years the disease infective
endocarditis, continues to challenge
and interest clinicians. Until the dawn of the
antibiotic era the disease was termed
hacterizl endocarditis and sub divided -
clinically into acute and sub acute forms
inostly on the duration of the.illness. This
was largely an academic point as the
disease terminated fatally in either variety.
However since 1935 with the introduction
of sulphonamides and later penicillin the
distinction between acute and sub acute
forms has become blurred and there is
no advantage in trying to  distinguish
between acute and subacute forms so that
these prefixes have now been dropped.
Further while previously the infecting
organism was always bacterial, today, the
disease has been shown to be caused by
Coxiella, Viruses, Chlamydia and even
Fungi and the term bacterial has been
replaced by infective. In addition newer
clinical presentations have resulted from
the wider wuse of . prolonged intra-
venous infusions e.g. total parenteral
alimentation (and also abuse by heroin
and other drug addicts who have been
known to use lavatory bowl water as a
diluent for their intravenous injections),
extensive cardiac surgery including pros-
thetic valve surgery, use of immuno
suppresive and cytotoxic drugs in malignant
disease and in transplantation patients.
This has also extended the range of
patients who develop endocarditis. As a
result there has been a change in the

actiology  and prognosis of infective
endocarditis over the last few years.

Whereas the disease was limited to
infection of a valve or of a septal defect,
today the condition includes infection of
a prosthetic valve, mural endocardium,
co-arctation of the aorta or an arterio-
venous shunt.

We report a case of infective endo-
carditis which is unusual in two respects.
Firstly the infecting organism was Neis-
seia meningococcus, an organism that has
disappeared from the contemporary
medical scene as an aetiological agent in
in this disease and secondly the cardiac
lesion was an atrial septal defect which
has been very rarely reported.

Case Report

Mrs. GS, a 50 year old housewife
was admitted with a presenting complaint
of fever of 7 days duration. Six years
previously she had been seen complaining
of dyspnoea and tiredness. At that time
a diagnosis of atrial septal defect probably
of the ostiume secundum type without
significant pulmonary  hypertension was
made on the following features:- a left
parasternal lift, loud systolic ejection
murmur in the second left interspace,
a widely split second heart sound in the
pulmonary area with no variation in the
degree of splitting with respiration, rSr’
pattern in the right precordial leads of
the ECG and in the chest X’ray mild
cardiomegaly with a dilated pulmonary

27



Yor. XV No. 1

Jarrna MEDICAL JOURNAL

Marca 1980

artery and increased pulmonary vascula-
rity extending to the periphery of the
lung fields. The patient refused further
investigations and was seen infrequently
in the clinic. On examination the cardiac
signs were unchanged. She was febrile,
moderately pale and the  spleen was
easily palpable 2cms below the left
costal margin. Her WBC was 16,000/mm 3
with 93 % neutrophils. Other investgations
included serum bilirubin 1.4 mg/100 ml,
haemoglobin 8.7 grams/100ml, ESR 65
mm, SGOT 15 iu/ml, SGPT 7 i. u/ml,
urine analysis was normal and the S.A.T.
was negative. A provisional diagnosis of
infective endocarditis was made and two
blood cultures were taken after which
the patient was treated with Penicillin
2 million units I. V. 6 houriya nd Strep-
tomycin 0.75 grams IM daily. When the
blood culture was reported as growing

Neisseria  meniugococcus  (Dr.  Rohini
Abeysuriya, Consultant, Microbiologist,
General Hospital, Colombo) the fireat-

ment was continued for 18 days. The
response was satisfactory with the fever
settling in 3-4 dsys. The patient was dis-
charged for out patient therapy 19 dai3
after admission.

Discussion

Several reviews have remarked on the
changing pattern of infective endocarditis.
Vogler, Dorney and Bridges! reporting
from Emory Hospital, Georgia for the
period 1948-1960 review 148 cases of

which 34 cases all under 40 years had
congenital heart lesions. Nearly iwo
thitds were due to Stapylococei or

Streptococci. No case was due to a Neis-
seria organism. From the Presbyterian
Hospital in New York, for the period
1938-1967, Cherubin and Neu? reported
655 cases. Congenital heart disease ac-
counted for 6.89, cases. Between 1938-
1942 there were 6 cases due to Neisseria
organisms of which only 1 case was due
to N. meningococcus., After 1942 there
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were no cases due to Neisseria. At the
University of Minnesota Hospital, Pankey 3
reviewed 221 cases from 1939-1959.
There were no cases due fto Neisseria
organisms. In 1966, Lerner and Weistein 4
reported 100 cases from a Boston hospital
for the preceding 9 years and no case of
N=isseria endocarditis was seen for this
period and they qoute that in the past
N. gonococcus was responsible for 4-10%
of infective endocarditis. From another
Boston hospital. Finland and Barnes
(1970) 5 reviewed 337 cases for the 12 year
period 1933-65. Only 1 case of N, menin-
gococcal endocarditis was seen and that
in 1933, These authors note that with-
introduction of the first potent antibiotic
in 1935 there has been a marked change
in the nature of the infecting organisms,
less Streptococci viridans, Streptococcus
pyogenes and Staphylococci being seen in
the later half of this period. Macdonald 6
notes that Streptococci still continue to
be an important infecting organism
accounting for 60-80% of all cases and
autions that Streptococcus viridans are
a diverse group no fall showing alpha
haemolysis. The alpha haemolytic {types
like S. sanguis and S. mitis are responsible
for 50% of all Streptococcal endocardits
while non haemolytic types like S mutans
and S bovis are responsible for 359 and
enterococci (S faecalis) contribute 109

More recently the reappearance of
Neisseria endocarditis, and that due to
commensals like N. catarrhalis and N.
sicca have been associated with the disease
occurring on prosthetic valves.8 2

The rarity of infective endocarditis
with atrial septal defect and in cyanotic
heart disease has been known for a long
time!0 11 with the occasional case found
in ostium primum defects.!2 A high
differential pressure across a defect is
necessary to produce a jet or turbulencel3
which in turn causes minute  thrombi
to form on abnormal endocardium and
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if there is a bacteremia organisms adhere
to the platelet thrombi producing a friable
vegetation. Such pressure differences do
not occur in uncomplicated interatrial
septal defects. In the management of in-
fective endocarditis blood cultures are of
great importance in selecting the proper
therapy. Fungal infections are not primary.
They may follow cardiac surgery, com-
plicate antibiotic therapy or develop in
patients on immunosuppressive  drugs.
Fungal spores almost always gain access
to the body through intravenous drips.

Except in cases treated partially with
antibiotics, bacteraemia is constant so that
4-6 cultures in 1-2 hours should be taken. 7
It is unnecessary to take any more. The
duration of treatment depends on (i) the
infecting organism (ii) duration of symp-
toms before treatment (i) rapidity
of response and (iv) whether prosthetic
valves or other foreign material are
present in the heart The minimum duration
should be 3 weeks, With artificial,
valves the course should extend to 6 weeks.
If the infection is due to a fungus and a
valve is involved, eXcision of the valve
is necessary because of the Ilow efficacy
of antifungal drugs and the high incidence
of toxicity with these drugs.

Any drug prescribed must be bac-
tericidal and if given intravenously
should be by bolus injections. This is

surer to obtain peak levels and avoids
inactivation by the infusion fluid.

In most medical cases treatment is
best started, after cultures are taken,
with Penicillin G 10 million Units/24-
hours and an aminoglycoside like
gentamicin 80mg 8 hourly. If the culture
grows Streptococcus viridans Penicillin alone
should be sufficient, It is prudent
to add erythromycin in the last week of
treatment to kill any organisms which
have become penicillin resistant. Probenicid
is to be avoided as it tends to increase
the penicillin  concentration without

reaching the peaks which should be at
least 6 times the in vitro lethal concen-
trations.

Streptococcus  faecalis  resistant  to
Penicillin and streptomycin singly, may
respond to a combination of both because
of their synergistic effect. Instead genta-
micin may also be used, the dose being
dependent on the presence of eight nerve
toxicity.  Ideally blood level between
5mg/ml and 14 mg/ml has to be achieved.
For both Staphylococus albus and aureus
Penicillin G may be used if the organisms
are sensitive. Since most strains are
resistant because of penicillinase produc-
tion, Cloxacillin or Fluoxacillin in com-
bination with Fusidic acid should be
given. An alternativz is the use of cepha-
losporins eg. Cephaloridine, Cephalothin
or Cephazolin.

Culture negative endocarditis usually
due to recent antibiotic therapy. But this
may be also due to infections by Coxiella or
Chlamydia which are cell dependent and
therefore diagnosed serologically. For these

.Tetracycline 2 gram t.d.s. orally decreas-

ing to 250 mg t.d.s., once there is clinical
improvement, is best. Some cases are best
dealt surgically.  Otherwise, in culture
negative endocarditis ~ an infection by
Streptococcus viridans or faecalis is as-
sumed and the appropriate antibiotics
given.

For Gram negative organisms a
combination of two antibiotics should be
given. One should be an aminoglycoside,
preferably gentamicin, and the  other
chosen from amongst Penicillin G, amy-
oxcillin, an picillin or a cephalosporin.

A fungal infection (candida, aspergil-
losis) should be suspected in patients on
steroids, broad spectrum antibiotics, im-
muno suppressants who are having
prolonged intravenous infusions. Blood
cultures are negative delaying the
diagnosis. The drugs which are used,
Amphotericin and Flucytosine are not
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only highly toxic to the liver and kidney
but are fungistatic rather than fungicidal.

Where facilities are available there
is an increasing role for surgical manage-
ment particularly in fungal and other
- difficult to cradicate infections, infection
 supervening on prosthetic valves and for
haemodynamic reasons e.g. rupture of
valve,

Sumimary

A case report of infective endocarditis
is reported which showed two unusual
features (i) The rarity of the infecting
organism, Neisseria meningococcus and
(i) the “rarity fof tke cardiac lesion, um-
complicated atrial septal defect.

The management of infective endao-
carditis is briefly discussed.
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HAEMOPHILIA IN

A SRI LANKAN FEMALE

N. NAGARATNAM, J. WIJESEKERA. SARVANANTHESWARI SINNADORATL
and K. MOHANARUBAN

General Hospital, Colombo.

Sri Lankan Sinhalese female with five

children was seen with swelling of her
right hand, forearm and her left shoulder.
The overlying skin was ecchymotic. She
gave a history of similar episodes together
with abnormal bleeding tendency. She had
a contracture of her tight eclbow joint.
Radiological examination of the elbow
joint revealed changes consistent with
haemoarthrosis. The diagnosis of classical
haemophilia due to factor VIII deficiency
was documented by prolonged clotting

Her parents were first cousins (Fig). Her
father (III-4) a known bleeder, her two
sisters (IV-5 and IV-6) and her son (V-16)
were examined and were found to have
factor VIII deficiency.

Haemophilia is uncommon in the
female. It is usually not possible to as-
certain if a female is a carrier of haemo-
philia unless she has a haemophiliac son
or is a daughter of a haemophiliac father.
In a comprehensive review,  Afifil
could site only 24 published cases. Four

Fig. Family tree

§i malc bleeder
O normal female 4

time, normal  prothrombin time and
abnormal thromboplastin generation test.
The index case was subject IV-7. Her great

grandfather was a known bleeder (I-I).

@ fomale bleeder
proband

4+ female carrier

of them were irue sporadic haemophilia

in apparently normal females.  Seven
cases were fruly ~homozygous for the
classic _sex-linked- recessive  haemophiliac
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gene and the product of bleeder-conductor
marraige as in this study. The remaining
13 cases were assumed to be heterozygous
and their manifestations of haemophilia
were explained on either on a chance
mutation producing a haemophiliac gene
on the X’ chromosome inherited from

the father or on the basis of Lyon’s
hypothesis.
Mutation from a normal gene to

abnormal at any given locus takes place
only one in 100,000 gametes, SO that the
likelihood of a female being a haemophiliac
is 100,000 x 100,000. However mating
patterns are important in that there
is a degree of consanguinity and in-
breeding in the reported ethnic back-
ground. All societies have rules which
forbid matings between relatives of

various kinds for there may be social and
genetic consequences,  The family or
ganisation and marraige customs which
formed the keystone of social and economic
arch of these communities over several
hundred years illustrate  some basic
genetic knowledge. The Sinhalese in com-
mon with the Tamils regard marriage
with the materal uncle’s daughter or
failing one a paternal’s aunt’s daughter
as not merely proper or desirable but even
obligatory, whereas marriage between two
brothers or two sisters children is forbidden.
In this family the father (III-4) of the
proband (IV-7) had married his maternal
aunt’s daughter.
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?2; ws & MNotes

Jafiia Medical Association : At the Annual General Meeting held on 2ist

of April 1980 Dr. S. Wijeyarajah was elected
President for the year 1980—81, and will assume office on July 1st. The
following wore elected as Trustees of the Association under the terms of
the new constitution: Dr. S A. Dharmalingam, Dr, T. Gangadharan,
Dr. K. Nithiananthan, Dr. S. S, Senathirajah and Dr. Yogu Pasupati.

The other office-bearers for 1980—-81 were also elected, all unanimously,
which portends an ill wind for the Association whose members fear
- election or else do not wish to serve in any capacity.

in the programme for the period July Ist fo 31st December 1980 the
following meetings have been scheduled: On 20ih Septembar a Seminar
will be held on Amoebissis. On 16th September Dr. N. Satavanabava-
nanthan will deliver a lecture on Homicidal Poisoning and on 22nd
November T. W. Hoffman Esqr. President of the Wild Life and Nature
Protection Socisty of Ceylon wilil deliver an illustrated lecture on The Wild
Birds of Ceylon. As from July Ist the weekly meelings will be held at
6-30 p. m. on Wednesdays in the Nurses Lecture Theatre, and there will in
addition be a Saturday meeting once 2 month to accommodate strangers
from afar.

The outgoing President, Dr. S. S. Senathirajah, M. R. C. O. G. will deliver
his Pr:.mdentml Address on 12th July 1980. The new President, Dr. S.
Wijeyarajah will deliver his on March ‘1981, while the President-elect
Dr. R. Ganeshamoorthy has under the terms of the constitution to
give his Presidential Address in the first week of July I981,

NEW PROFESSORS AT UNIVERSITY OF JAFFNA

Dr. A. Vijeyaragavan. M.B., F.R.C.S. (Eng.) — Surgery
Dr. N. Sreeharan, M.D. (Cey.), Ph.D., M.R.C.P. (UK.) — Medicine

Following have been elected Eellows of Royal College of Psychiatrists.

1. Prof. S. A. W. Dissanayake Dept of Psychiatry Faculty of Medicine, o
Colombo.

2, Dr. Satkunanayagam, Consultant Psychiatrist, Mental Hospital, .
Angoda.
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